


Physical Chemical and Environmental Fate Data: 

EPA comment: EPA suggests that a biodegradation test be conducted on ESN rather than 
extrapolating from ADN. 

Response: The structural similarities between the compounds suggest that the nitrile 
moieties will have similar biodegradation pathways and that the approach of 
extrapolating from ADN is valid. No biodegradation testing on ESN is planned. 

EPA comment: Submitter should make sure that its reported Partition Coefficient for 
ESN (0.28) is reasonably accurate or provide measured data. 

Response: The low molecular weight and relatively high vapor pressure for ESN suggest 
that it is likely not an issue for bioaccumulation. It appears that the predicted log Kow 
for ESN is in line with the properties and predicted Kows for the other 2 compounds. 
Given these observations, it is unnecessary to measure the log Kow of ESN. 

Health Effects 

EPA comment: The overall data to support a category approach is weak. The on-going 
repeated-dose toxicity test of 2-MGN will allow a more complete comparison to existing 
data for ADN. If this study indicates dissimilar toxicities, the submitter will need to 
consider whether reproductive and development testing is needed. 

Response: Results from the repeated-dose study of 2-MGN were added to the document. 

EPA comment: For the acute oral toxicity endpoints, no data were provided for target 
organs or non-lethal endpoints. 

Response: Additional statements were added to the summary. 

EPA comment: Dermal and eye irritation studies are not endpoints of the HPV Challenge 
Program. 

Response: These tests were removed from the test plan. 

EPA comment: For the robust summaries of acute oral toxicity studies for 2-MGN and 
ESN, the sponsor needs to provide additional information, including the number and 
gender of animals tested, the use of controls, the length of the post-observation period, 
and/or endpoints tested. Based on the information provided, the study design for ESN 
was inadequate because too few animals were used. 

Response: Requested information for 2-MGN study was added to the document. For the 
acute study for ESN, 5 male and 5 female rats/group were used in the main study.  This 
is an adequate number of animals to address the endpoint. 



EPA comment: For the robust summary of the bacterial reverse mutation assay for 
2-MGN, the sponsor needs to provide additional information, including potential 
contaminants in the test substance (purity 85%) and the number or replicates tested. For 
the robust summary of a mouse micronucleus test for 2-MGN, the sponsor needs to 
provide additional information, including the use of negative controls and method details. 

Response: Where available, data were added to address the missing information. 

EPA comment: For the robust summary of the repeated-dose toxicity study for ADN, the 
submitter needs to provide additional information, including clinical signs, clinical 
chemistry, and necropsy. 

Response: Where available, data were added to address the missing information. 

Ecological Effects 

EPA comment: All SAR robust summaries failed to provide the octanol/water partition 
coefficient information by source and the value entered into the ECOSAR program. 

Response: Requested data were added to the robust summary. 

EPA comment: Missing data elements needed for the ADN aquatic invertebrate study 
are chemical purity, hardness, and pH and for the ESN study hardness and dissolved 
oxygen. 

Response: Where available, data were added to address the missing information. 




